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The Th2 Slant
Although skin barrier 
function is defective in atopic 
dermatitis (AD), a role for 
allergens in skin lesions and 
the immunophenotype of 
this disease is evident, albeit 
unclear. Newell and colleagues 
found that skin from AD 
patients is immunologically 
dysfunctional, with impaired 
reactivity to chemical 
sensitizing antigens delivered 
via the epidermis. Also, the 
adaptive immune response in 
AD patient skin exhibits Th2 
polarization, which persists 
for several months following 
exposure. Future identification 
of AD epidermal signals that 
are critical for Th2 skewing will 
offer therapeutic targets for the 
T cell–mediated component of 
this disease. See page 2372
Looking under  
the p300 HAT
The p300/CBP histone 
acetyltransferase (HAT), 
which performs complex 
functions as a transcriptional 
coactivator and a scaffold 
protein, has been linked to 
melanoma development. 
Using a recently identified 
selective inhibitor of p300 HAT 
(C646), Yan and colleagues 
demonstrated that inhibition 
of p300 HAT results in G1/S 
cell cycle arrest and cellular 
senescence. Furthermore, this 
inhibition downregulated the 
DNA damage response and 
sensitized cancer cells to DNA-
damaging agents, supporting 
examination of this inhibitor 
for melanoma treatment, 
which is often ineffective 
because of resistance to DNA 
damage. See page 2444
Color Determinant
Melanosomes are produced 
within melanocytes and trans-
ferred to neighboring keratino-
cytes, where these organelles 
play a prominent role in skin 
color determination. Murase 
and colleagues investigated 
the fate of melanosomes 
and their relationship to skin 
color. Interestingly, variations 
in autophagy were associated with ethnic differences in skin color because cells 
from Caucasian skin exhibited greater autophagy activity than those derived from 
African-American skin. The underlying mechanism of such variation involves the 
regulation of melanosome degradation in epidermal keratinocytes. These findings 
provide a basis for treating skin pigmentation disorders and developing technologies 
for controlling skin color. See page 2416
Understanding the Muse
Tsuchiyama and colleagues described the func-
tionality of mesenchymal stem cell–derived 
Muse cells. These cells were reprogrammed as 
functional melanocytes via differentiation in 
medium containing 10 factors and cytokines. The 
Muse melanocytes expressed melanocyte mark-
ers, grew in 3D cultured skin, and produced mel-
anin after transplantation onto the backs of SCID mice. Thus, Muse cells will be important 
for clinical use because these cells are readily isolated from mesenchymal cells for indus-
trial use or for autologous transplantation. Furthermore, use of the Muse cells is prefer-
able compared to embryonic stem cells, which present ethical problems, and induced 
pluripotent stem cells, which require gene transduction for generation. See page 2425
In Favor of the Ugly Duckling
To facilitate early detection of melanoma 
for better prognosis, Wazaefi and col-
leagues examined the intraindividual 
diversity of nevi and the intuitive percep-
tion of dominant clusters by dermatolo-
gists. This study revealed that the diversity 
of nevi in each patient is low and limited 
to a few dominant patterns. The examining 
dermatologists effectively minimized the 
morphological diversity of nevi with good 
interexpert concordance. Nevi that do not 
fall within these dominant patterns—the 
so-called “ugly ducklings”—should be further evaluated for melanoma. Importantly, the 
ability to perceive these dominant patterns of nevi appears to be an intrinsic trait, sup-
porting the use of the ugly-duckling concept in dermatologic practice. See page 2355
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